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□ Full benefit of the filing date of U.S. Application Serial Number, filed, is claimed pursuant to the provisions of 
35 U.S.C. §120. 

□ Full benefit of the filing date of U.S. Provisional Application Serial Number , filed , is claimed pursuant to the provisions of 
35 U.S.C. §119(e). 

■ Applicants claim any right to priority from any earlier filed applications to which they may be entitled pursuant to the 
provisions of 35 U.S.C. §119, as noted below. 

In the matter of the above-identified application for patent, notice is hereby given that the applicants claim as priority: 

COUNTRY APPLICATION NUMBER MONTH/DAY/YEAR 

Japan 2000- 1 709 1 2 June 7, 2000 
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□ will be submitted prior to payment of the Final Fee 
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□ were submitted to the International Bureau in PCT Application Number . 

Receipt of the certified copies by the International Bureau in a timely manner under PCT Rule 17.1(a) has been 
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( a ) @b#j## i tc^^r ^ y wmm 

(b) 7-V3i$m>(*y*i->( h D>i£JC J: S5C*^*flCJ:o Testis 
:i6 1 3 5, 6206, 6 2 5 0XS6 3 2 1. 

h^y *-v|fflJ&i&#_fc«flC-££*U C 1 8iiHPLC*7AJ: U 8 

~2 o%r-fe b-h y;i/jcTSSffisn«iii^Jc«ifii3*isgejfe&sii:S:^ 
^tim^m 7 ia«© 

m^mi i] 1 8a«©5eR & 3 - Kt « d n a. 
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Ml lfH«tf>DNA 0 

[0 0 0 1] 
[0 0 0 2] 
[0 0 0 3] 

[0 0 0 4] 

W U y / xl^ifc%M7& i !£^{fc (insulin receptor-related receptor ; r I 
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^^P^T&S (ShierP, % J.Biol .Chem. , 264: 14605, 1989) „ -O^U>, 

jy^v ymmmm^- (igf) -i£v^£8B3i(7M >xy>77^j-tt y# 

iiVNo^«ilg^Mfii5f So LfcAm, IRRic^f-TS VJSy K&JB^tiWU IRRt 
IRR'J >mft£^U IRR|§^M(Z)^^Mb^iltg$:i^fii5T^S^^^ 
i^i>f>xu>, iGF-i£v%o£«i<Z)-f y^vyyr^ v-it 
, IRRfc U >Bftft5/y^©€^S:§[^je3-ti:J&v^i:««?l©3*iT 

fe»J (Zhang£ % J. Biol. Chem. , 267: 18320, 1992) , IRRfcftfMKrK:*^"*"* U 

[0 0 0 5] 

ffc#j@£;ftfc£, HM^OlBSlCM'o&V^ i^^fefg^tlTV^ (TerauchiP, 
% J. Clin. Invest., 99: 861, 1997) „ & 0 Mti&(D<£M. £t®gfr L T V* £ 

[0 0 0 6] 

>f >XU >^^3r-^~if©mi^Sg(Z)l>i:oT^SIRS-25:y y ? 
T<? MfcV7^©BfK^&, IRS-2#>f >»H«JC*f-|S , rS»i8<|IIig© 

ic&^Tf&sci Mfi&mzti. 4y* v y^m-W-yy^ u -©Bew&t 

<;^$*l$£#)7c (Withers^,, Nature, 391: 900, 1998) „ — IRR#flMUI 

flStciftgjci&siUTVNSii:, $ e>icAx«rM£»lbfc>f u y^mfo (iR) 

/IRR3f*9^#;£MV\ IRR^-^- WIRS-2& U ^Msf * ' £ JWSSBS *l 

(Hirayama£>, Diabetes, 48: 1237, 1999) , IRRlCi^f Z^ftMD U K (I 
RRU#>K) Wi3MmL, M^ifai, 4Mb, ^id^SrjSjg-rSH 
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[0 0 0 7] 

Z tlX & y (Reinhardt?> , Endocrinology, 133: 3, 1993, WattP>, 

Adv. Exp. Med. Biol. , 343: 125, 1993) „ itl&CjUBHa^JtJB^fctCtjgl^LT 
va££#;L£>*i<5o Ife^ot, IRRy#> KWf07i-X h&fflvv 

[0 0 0 8] 

$^{ciRRUA*>KOT>^^-xMi^MffiM> mm^mmmm. mmmm 

o 

[0 0 0 9] 

(ShoyabP,, Proc. Natl. Acad. Sci. 
USA, 87: 7912, 1990) , V^S fiMMg!fezlC#£t- £ *>XtM > U y 
QKilLT (BatemanPj, Biochem. Biophys. Res. Commun., 173: 1161, 1990) 
, XbTr-U >/^7- 3- U > (Epithelin/granulin) aBtffcl&tlTV^S. Xtf-r 

y>/^7-aU>ii:UTit ^-a'j>A (xt?^y>i), b (xtfr- 

U>2) ©ffi, C~G*Ttf7SS*^&tl , rv^«. 
[0 0 10] 

■r-y>l, 2 0i»MMi#ffl, Ji^Mitm^ii^M 

, 4r^y*-f h*&5Bte3if£m (Mffi>Wfc:.fcS3g#teS0 #a*;**i"0^ (Shoy 
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ab£>, Proc. Natl. Acad. Sci. USA, 87:7912, 1990, W091/15510A) „ X 

if^-vyy^^-=rvymm^(D^(D cpcdgf, gpss) t>\ m^mm^mm^ 

*l|JiB©#&&iB3fH'S £(7)$&^3b$>Z> (Zhou^, J. Biol. Chem. , 268: 10863, 
1993, XuPj, J. Biol. Chem., 273: 20078, 1998, WO 98/52607) „ $ £ (C, X 
tT-T-U > 1 ^tl h?L^MM±©140-145kDaCDgaMfCM^-rsr £ (Culousco 
u£>, J. Biol. Chem., 268: 10458, 1993) , PCDGFtf^ > ?flifr±,£#HMc 

J^_t(Z)120kDa^)Se@i:M-n-t"'5 i: (Xia£, Biochem. Biophys. Res. Commu 
n., 245: 539, 1998) #a*l&3*lT^So .l/**U 3*1 6 ©xfeTr" U > 1 >S.t>*PC 

te*£*BJ!T*&U, IRRfc(Z>Bm&3*i£'rsS6£tt£<fcV\. 
[0011] 

L J: 3 * SRffl] 

[0012] 

[I£® £ 1" S £ #> <Z>3M£] 
[0 0 13] 

SPKU jgflBfg, IRR#Jilft&^£^i-%©£:gl®:/^X^>&Bj| (SPR) 
**U-x>yu 8S©ilil}S«SI_tltK:iRR#MW«:«g^?SttS:S8«>fe. 3© 
t£T\ 7-y hC6^'Jt-Y»SS (ATCC##CCL-107) (CO VNT***g# &ffV^ 
*»±»&ig]R Officii Lfclfe, IRR#MWM^'ff S:*B«{c 3 SPi<Z)jS»ffiHPLC 
JCfcUWSi&fTofc. fit, »5SLfcSa«©N5fcjgr5 yBftlE^J&^L, 
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*l£57~59T^ J Mfrb&Z>. ^.^*6135, 6206, 6250X1*6321 CD Xk? U >/ 
[0 0 14] 

6^i:|j6 1 3 5, 6 2 0 6, 6 2 5 0 3U£ 6 3 2 1 „ 

(2) BB?'J##3~7<m^*i;frcDy ^ yiftBB^J&^'^s (1) 

[0 0 15] 

(3) >r ^^u^s^HMS^tcje^'-rsscaRXttraseRcor^-^ n 

(3) <DmMn&m a 

(4) <Z)B£ifiBj£«. 

(6) mmmmt>memmx^^ (5) ©iiki. 

(7) >f >XU^S^M5tS^h^"t*aiaK*^ ltf'J>/^7-a 

u>^Tfe« (3) ~ (6) ©v^-rti^oEs^Jiflfia^o 

(8) xtr^u y/y^— a'j *;v7tf-;i/x*^;i/T0Mb£^y>y 

U*-ViWifi«S6J:SSJC^*tl, C 1 8fffiHPLC^J7AJ:'J 8 — 2 0%7"fe 

(9) ifcff'J >/^7-^'J >£#BB#I##8©7S /^@B?!I£-^fr (7) CD 

(10) Xtf-r-U >/^7-a'J K^J##3~7©^T*lfr©7S 
<6&&#T?&S (7) <Z>E^fflj£&. 
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[0 0 16] 

(11) (1) ©gaS&n-KtSDNA. 

(12) BB^J#-^3~7©V^1*tl^©r^ SMMPi^n- Ff £ (1 1) ODN 
A„ 

(14) IfffE-* >S§frM3»S*#i:HS^lc|g^t-*Sia3Ri:©^ 
*I^X=E>*»(i!)J/7 hltffcfCfc »J*fcffiU *tlJC<fc oT IS^ 

(13) <ZM>*y >$§#HStS«#^Sfi 

[0 0 17] 

[«W©^ffiC0^«l] 

[0 0 18] 

K-^^T^^L/Tfe «fcv*. £ fc7^ yBftK^JK^Jft^-SSMS^S: 

[0019] 

it, ^-e^fifiv^^7&^^&%a^(DIRRu^> ft^j:vn 0 imvxy bzmmm 

[0 0 2 0] 
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irru 5?f>Ktt, mtewvmfeztifciKRVjfy FgeifciiDit, irr 

[0 0 2 1 3 

*^©IRRU^>Ftt, IRRJC5g^S£v^ftJC&#o|«»;, 1 jQ^ 
[0 0 2 2] 

sifi^^a- K-rsr ^ yifts^J©44o~46o#B©r^ ;iiji!:-au ^ 

7-a'J>DK^-f> (BhandariPj, Proc. Natl. Acad. Sci. USA, 89:1715, 19 
92) IcffiS-rsgBK-e&Srfctfm^Sjftfc. 3£lc, IRRU K©S»SS 
, &£>\ .7-Ux3£«|>f^->^>f hn>i56lCJ:SM^«fi|g* (6135, 6250 
, 6321Xi±6206) 9 y h C6£Hfl&iMJtif J: »J # tl-5 IRR U #> Kfcfc, X 

tf-T-u zz/ir^—zL u >iasgfrcD439#B©r^A^^r>Bftxi±44o#B(Z)>r vn 

>f 2/>&N^Sgh U 495#B©U VI/. 496# @ ®7X A 9 3r>^Xl£497# B 
©7 9 — ^SrC^fcSBfrs, 439~497#B*T?©57~59rS 
© ^ P^Cys-Cys^-^- $: jfoIQf 3 il ^ t ^ o t„ 

[0 0 2 3] 

SM©^£Mflt-£ig^LT^y h WW J= »J»$3StifcSaSC7f* »J (Sh 
oyabP,, Proc. Natl. Acad. Sci. USA, 87: 7912, 1990) , ^la'JXith 

(BatemanPj, Biochem. Biophys. Res. Commun. , 173: 1161, 1990) „ Oltf^U 



8 
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>S¥©#«0>tMB#*::3-- KU ^-a'J>A (xfc^U>l) , B (xbf-r- 
U>2) <DSfrC~G**e, ft 7 ofiDS/^f>f > JC^A,?^^- ^-MC 

0~495£-£ (Plowman?,, J. Biol. Chem. , 267: 13073, 1992, W091/15510A) , 
££:&438~492i; , T? (ff^ — a. U yd ; Bhandari £>, Endocrinology, 133: 2682, 
1993) ^f-7©lotf»«Ii:^W!^3nTV^5. ±fB^C 

IK (W091/15510A) tCte, Xlff'J >/^7-a'J >&<D&m&MZ. IT, CX 5 _ 6 
CX 5 CCX 8 CCX 6 CCXDXXHCCPX 4 CX 5 _ 6 C (iB^J#-& 8 ) , R&Z.<Dm&KDtR&K.&M<D 

IRR'J Kii, i©ffi#J##8^3ftS#»#^&«J£LTV^. 
[0 0 2 4] 

#j (i^i if, cx 5 _ 6 cx 5 ccx 8 ccx 6 ccxDxxHccpx 4 cx 5 _ 6 c-e^ $ tl -5 x fcT^ U > / 
^r.o.y >S©SaSC^**i«. IR8ld§^^Si:«^3ti*. 
[0 0 2 5] 

*»WJCfev%TIRRy iiy F£&, BB^J##8, Xttffi^J##3~7fc^ , rT 

^ yBftBH^j&^-rsfeotcK^ix-r, _tia©j:e)CiRR{c^-a-rsMe^%#fe 

TIRRU *»lj|«!)DNAtt, <fc "5 fclRR'J K& 3- K 

t6DNA?ft5. 
[0 0 2 6] 

^ £S£, 0B^S*ifc^9-3.y >Dii7jx^2*^^^«/s-T-n 24#£f£5t 

$tlTV\-2> (Batemanfj, Biochem. Biophys. Res. Commun. , 173: 1161, 1990, 
WO 93/15195) t>\ #&l$!T?»S3tl&IRRy Fl*E.Zk&ffi<Dm&frt>fr3- 

[0 0 2 7] 

hc6^y ^--vm$:iiC4?)^-r-g.iRRy K&^-rs«iiia±?ii^e>i 
>sxti*tie>©iEMfr^iRRy K-efe*ci namMi*. M,m<mmzft-?z> 
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ffiiSffiVtZmfe-tZZ-iHZ iotfT^iil^t*. IRRlCM'TSttSfc^Ojie 

^'fitt, HiS^^Xtvftl (spr) M£Hfi> MAtfBiACORE (trrnrtt) 

. ^^^tClRRJCM-^^-^^ (IRRU#>K) tfl^tlTV^Sl^ IRR-IR 

MLfrSPRis>f±;\,(D>s7 h (RU) <£>M;£ LT|fcffiT*£3c IRR#M 

^M^T$>-5^^li> IRR^©gfi$:S^t:bfe-fe>-9--^>y^§:|Hr^tc#^ 

mmz&z>\,^fc>vp2>A;i#m%k : kv&<z}iiz£i), mmv%z a irrj^^© 

[0 0 2 8] 

JBsJIJcMv^SBrjgffiiRRSeii, IRR cDNA&M^T, SmcaMfc^-MI&fci: 
SgeR^fcl^SlKlL/Tf^JSi-Srfc^'Xf^*. V^XIRR cDNAii, 

MAtSHirayamaPj, Diabetes, 48: 1237, 1999{C^$ tlT VN^^^l?, PCRICJ: 
V^ipSU^V^XIRR©^r^---ifMJgc(Z)cDNAm^-$:^ , n-^i: LT, # 0 fflflfrftb 
HC92d£V^£MIN6 cDNA^-f 7^ U - «fc »J # □ -~ > ^i"^> » fC <fc U5?#^"«>3 

L/T"oT^'[4IRMSS$:fl3V^<g>^-^-, IR cDNAte, #ff*.tfWhitt 
aker£, Proc. Natl. Acad. Sci. USA, 84: 5237, 1987fC^£;ftT it^ZJSWZj: 
*J, Mt'J Utf K&^n-^i Lt, \L h^cDNA^-f -f 1 ? U - J: 

ft"*** 5. 
[0 0 2 9] 

IRRXttlRSrBf^Siai: LT#S»-^JCtt, ±fHIRR cDNAXttIR cDNAJ: y«ff 

mmmzn- Kt^^^rfiu griefs & sais u =r^ ^ ix^-^- k 

ifitag-TftJiiv^ IRRX&IR*:, IgG©H«^fK« (Fcffi«) , T;i/*U 
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©WtSSrffiffitcr 2><DT* J: >J#£ LV*. IgG cDNAfcOTtt, W*.fc£Nishi«ura& 
, Cancer Res., 47: 999, 1987(C^f <fc ? tC, t h ^ XV BjfiuMIllBt*ARH77 
J:'JtMgGli$:#§ri:^t5. ix.il IRR-Fc, IR-Fcife^-gS £#^1" 
VtfXIRR©ifflilS#«« (1-920££S) *fclitMR©lMI^ (1- 

itW&^V * -pEF-BOS (Mizushima£>, Nucleic Acid Res. 18: 5322, 1990) iZ 

it~7u^jy Aij^A izmu l , ®« is ^ & taiR-r ti « a w<d irr-fc^m 
a, iR-Fcgfe^-se^^t-^^^^'r-^^o 

[0 0 3 0] 

*ftm<DIMVif> Fit IP/SjfflljS^E, M±fCIRR#2§^LTVN£jffl^<Z)IRR 
T, IRRU#>h\ Xiif©7d r -Xht)b<ii7>^^-^hii, W 

[0 0 3 1 ] 

«8sT?]filSMra Srff o T vn£ J: e> 2 mmStmizM L T li, *g#flmS?h 

[0 0 3 2] 



1 1 
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IRRy#> KiHRRcoM-^^ifi^t-^T^-X K 7>#=J-:*Mi, IR 
Ry#> K&#v*&cifcKJ:y&5fr*-S;i£:#T?SS» ~f IRRy#>Kfc 

fc£, IRR&^LTV^iWlfitciRRy^fvKSr^atlUTjSciS^^iRJCS:^, 48 
^7?SI«LfeIRRy tfy Kfc, IRR&lg^bTVA^MXtilWim^^MigLfelR 
#tfe>tiS. IRRfcfg^LTV^McDiiMBU U ^LfelRRtciRRU # 

[0 0 3 3] 

frmft&t&m. («r»ttiRR) sar^*HffitciB^L/> cm^-rsiRRy k© 

(SPR) 8ffJ£§SS&JBv^ TOttlRR&Jjg^Lfe'fei/^- ^y^i:, 
v\ £ £: i£-Y AJlfnzfV y^mmK*%g&Lfelzy J V'-rv7$:mm~?2><, 
*LTIRRy#> «Jfc*«©i8?ft:fe«£U I 

RR'J Flc <fc s iRRjg-^-fe yy--* v :74#M&fcSPRS/ -7 h <D&it fcaHW^S* 
«&Sl5Rt-<5ii:{CJ:y, fi^©T=f-^. K 7>* if-* h &i«S&< Mffl 
i-^^7b^^^>„ ^_h(DJ:e)tc, iRRy %y KtflRRiftM&tcffitjg'* 

[0 0 3 4] 

fi^^^is^ L/Tfl!v^e>ti*iRRy Ktt, iRR^jg^-rsxtr^y y/V'y- 

<* ^«ii^lpg/ml~lg/ml, Jcy#£ L< Jilng/ml-lmg/mU 3£>lCj:y# 



1 2 
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* L < J±10ng/«l~10/tg/«l<Z)iiS*fiH^fflV^ *- 
[0 0 3 5] 

[0 0 3 6] 

[0 0 3 7] 
[H^J] 

[0 0 3 8] 

9 V h C6JHBJS (ATCC##CCL-107) 3 X 10 4 #fflj§&/mll?400ml<Z)10% 

(7t;i/h>3oo7) 37r, o.5ia«g/^(3[>afl!^afisiB«««L/fco 3Hra« 

Htfe. igifc£l&£U 400ml<D a-MEM^®^^igiS£:10()ng/mltf)TPA (phorbol 12 
-myristate 13-acetate) ^MtL. Mfc^BtrlTO*! U #*6_t$ff h t=. B 

[0 0 3 9] 
<2>IRRU K©»$S 

fg#±3fl.95UC1.95mlCDTFA (h'j7/l/tnf|!) £#[JX., (5cm 
ESx7.6cm^; 150ml/YMC C4 300A S-40 (YMC*±) ) KWMLrtc. 300mltf)0.1% 
TFAT?«fci£f£, 20%7"fe h— h U;i/-0.1% TFA 300ml-???§ffi L 

[0 0 4 0] 
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1% TFAT?*&3ftffe, HPLC^J^A (10mmitgX250mm^ ; Cosmos il 5TMS-300 (±3}^ 
^ffXi'tt) ) IztRMZH. 8X7-fe h- h y;i/&-£^-f SO.lJG TFAT?^#Sfci£ffe 
, r-tr h-h';;i/iS^ffi (i.6%/#) Tf^tfjbfc. 8fcaw:3mi/#£u a-if 

Ml'r^LfcH^JCiaJRStifc (01) . 
[0 0 4 1 ] 

±mffi'\tmfr$: 2feA(D0A% TFA-e#3R|fe, HPLC^J^A (4.6mm[£#X250mm^ 
;Cosmosil 5TMS-300) KllftlF3i*\ 8%7"fe h — h U ^/Sr^^-TSO.lX TFAT*^ 

, WK5WtC280nm(Z>t:-^ &#®b£ 0 ^©HPLC* DV h ^9 A &0 2 tCa*^. I 
[0 0 4 2] 

±iBiSttilff#£:2#S0>O.lX TFAT?#JR&, HPLC#^A (4.6mm{£^X250mm^ 
; Vydac 218TP54 ftt) ) &C©5»£i±, 8%T"fe h - h U ;b 5:^^-50 

.1% TFAT? 7th-h'J;bi^ffi U'.6%/#) T'Mlfe. Sfc* 

ttlml/^iiL, ^J|g^{C280nm(Z)t:°-^ §:^Bbfc 0 £ ©HPLC? n V h 9 *5 A & 

S3ic^t*o iRm&mmz^tvTm^mx'TKisfemftizmi&'znfr (iS3) 

o 

[0 0 4 3] 

±fB©&¥f§gX^ ^{c£^T, IRRjg^iStt^T<B«fc3lCLTiW5£L&., 
[0 0 4 4] 
( 1 ) 

Mt^llO^iiT^y^ (BSA) 40/ttg<&*-r U 7fcLT»fltlU IS 
*tf- FA>y *AS290A 09--A> M±) £M VMT^Srl&ic Lfco #3$c& 
200^ l©lmMi&^{C?#^U 200 ^ 1(Z)2XHBS (40mM HEPES, 0.6% NaCl, 12mM EDT 
A (PH7.5)) TJcfJfDL/, aff£tft#£Lfc. 
[0 0 4 5] 
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100 filth. BSA$ft&HSl±20/igi: Lfc. 
[0 0 4 6] 

(2) T$mmmx.&-5i&mR<Dftm 

V^^IRR cDNAtt, PCRJCJ: »Jif|*iLfcV?^IRR<3!)^^---eriH^©cDNA»T^rS: 
^n-^tlt, #/3$JMcbHC9/MIN6 cDNA^ -< 7^ U - (Hirayama£>, Diabete 
s, 48, 1237-1244, 1999) J: »; # D - — > 7 L f=. a 
[0 0 4 7] 

#C&C. pFas-FcII^^ (SudaP>, J. Exp. Med., 179, 873-879, 1994, ^ 
^*^j^ffi3fcflT^HJ*WW±J: ©Fasg|J^%, ^*XIRR<B*WJ»0«£ 
(1-920J53S) {CAtimx.-5>^ fcJC J: »J, IRRi: MbGIODH&C (5£S) «c (Fc 
«c) i:l»^LfeSeS:»3a'tSIRR-Fc|B|^sa^^^^$ K%«^Lfe. *f 
Mil bX> tlhIR cDNA (KaburagiPj, J. Biol. Chem. , 268, 16610-16622, 199 

3, &jst*mmmmm*mj&w±£v&&i) &#v^ pFas-Fcii/*#*-©Fas9s 

HR®JffljiS*M!R« (1-944JSS) iCAtl&ASdilJCJ: |1F «tlC I R-Fcg& 
h^>*7:i:*S/3 >U G418£-^frig:fcfeTig#U Wtt* n - > b 

# v^rJ ytfx*miRht=. 0 

[0 0 4 8] 

^4X^©M^ICHO||Hia$:10cm^#M-T-V y S/a. (Falcon 3003A) t'3>7JH 
>h (l~2Xl0 7 /fY^i/i) £Tf*gF*£U HamF-12igifc (jfilff, G418^) 20 
■ncigtffi£g|U 48~72l$|ffl&K±ff SMBftKlSglRUfc. ££{C, |Fr£&HamF 

o *g#±vi yi/T.'rb. uustfrft) &/§v^ S£-fe;bn-;*Bi (pl 

GC0MP04) fCT30~100fg{CMig||#, -fWr^ y Aij=y (77i/tA77il/7 
HiTrap ProteinA, 1ml) ZM^K IRR-FcAtKlR-FciK^S 

[0 0 4 9] 

(3) *jS7 , 5X ; E>*i (SPR) M^^iCi^IRR^^'ffiCDM 



1 5 
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BIACORE2000 (tfT37t±) SJS^TfTo fc. 
CM5 -fe > -9- - * v 7°<D&7 U-iE 5t&(Cf£ VnEDC/NHS (N' - (3-^*^;b 

<DM&m Tffg^fcL/ (^M5^1/£\ 7#) , IRR-Fc (20Atg/mU lOnNSmgft 
UK (PH3.9)) , IR-Fc (20/ig/*U lOmMJSISMiHrifc (pH3.7)) ^tl^tlS'J 

[0 0 5 0] 

«fc&«:10#l/#JC»5£U iW5£«f*30jtil<S:i£AU «W&A20©f& (baselin 
e) RZfftXWM&165®&. (#£7 15#frf : boundl) ©SPR (resonance units:RU) 
ZWfeLfr. ^y^t±, lOmM Glycine-HCl (pH2.35) 10jBlT??ft?!K f?£ U g 

[0 0 5 1] 

#|^3^#tC. IRR-Fc0^-fb> r n--fe;i/©M-^lt [boundl- base line] , J&tflR 
-Fcm^.it y U- tJV(D^^U [boundl -baseline] S & ICIRR-Fcjg-^ 

[0 0 5 2] 

^t/IMf 1—3 tfifC, O^^T'ibfc 

[0 0 5 3] 

[H»J2] IRRU K©N5Mg7S y|fcgB#f©&5£ 
^J6^iT?«HSbfciRR*g#?SffiIiir^»C)N*Sir^ yMe#I£> ^n^-Y 

[0 0 5 4] 
[0 0 5 5] 
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l 







(t^£tj jf 


:pmol) 


1 


He 


(15. 9) 


Asp 


C 1 9 1 ^ 


2 


Gly 


/"in r- N 

(12. 5) 


lie 


no t\\ 
v^iy. Uy 


o 
O 






biy 




A 

4 


Asp 


(7. 8) 






5 


Gin 


(10. 9) 


Asp 


f 1 1 Q V 

vii- y>> 


fa 


His 


(5. 9) 




V 1 D. iJ 


7 


Thr 


(4. 9) 


nis 


en Q^ 


8 






inr 




9 

1 A 


Pro 


(6. 0) 






1 1 

11 


Val 


(6.1) 


rro 




in 

12 


Gly 


(3. 3) 


Vol 

vai 


vo- \)) 


13 


Gin 


(5.6) 


Gly 


(9.0) 


14 


Thr 


(2.8) 


Gin 


(8.7) 


15 






Thr 


(3.1) 


16 










17 


Pro 


(3.5) 






18 






Pro 


(6.0) 


19 


Leu 


(3.1) 






20 


Lys 


(2.9) 


Leu 


(5.1) 


21 


Gly 


(3. 4) 


Lys 


(4. 4) 


22 






Gly 


(4.6) 



[0 0 5 6] 

-hiHcoM*^^, Mmffi-ftmfrnmz. Nmmrz ;mmmz. m?m^i<z> 

[0 0 5 7] 

7 ^-^X^tf^D V- (GENETYX) JlK _hI3T ^ J WMn tffi 

mvt<D$>z>m.&n*T-$'<-* (nbrd ^^m^r=.m^ 50%&s±<Dmm'ft 
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[0 0 5 8] 

T^n^ - ^ — > (Acrogranin) — 
> — y h 

iRRu^f> Karaite Mv^awa (C6«) ^^hfi^sii:^^ 9 

U >frfIg#;<Z)440~460#@ > f2^J##2CDHB^Jtt439~460*B<Z)T^ ygftIB#[£ 
[0 0 5 9] 

iS y K©*Sl£&fT o£„ ^*_h^f^^, YMC C4 300A S-40, Cosmosil 5TMS-300 
, Vydac 218TP54£JSV*T3SJ60!l £ IH^tC UTSPBWJC^lf b fcSffiifil^© 

(400 ^ 0 &1.2nl<JD0.05% HFBA (a^^7MDM) Tf#JRLfc#L HPL 
CtEjvA (4.6mmltgx250mm^ ; Vydac 218TP54) {CPR^$i±. 8%7th-h'J 
;i/£l^-f 3 0.05% HFBAT^?$fc^, Ti? h - h U JlMM^M (1X/#T*30# 
> JB*KM).5%/#) tMbfe 0 «&SW:l«l/#i:U lMlftSC280nm<Z)fc?-* £#]lf 

1 2) izmUZtlfr (04) „ ££{C, tf-? l iitf-^ 2 

^-iftt'Sisi. xtf- ka y^tc-r 150-200 ^ nzmmi>r=.» s»sk«s 
(move) <D&«ffii/iom%:mi£&M&* 200 /iKDmvsmzmmhtg&ts&z 

iiJfcl/fcfcrS, hf-* 1 fc*13RU, l^-* 2tt21RU(D*g-£?S'f£&j3*Lfc. 
[0 0 6 0] 

H4 mmmmft<D¥-? 1, 2©#30/4i£M^T, t^ks^ 
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[0 0 6 1] 

-V x.MMJ*y-y-4 1 U hn>J£ft#*r#fAPEXII70e (-7 m*j- • 

**±) SrfflW GADT-^^f ^Dil/? hn^yb — f *^h;i/£$!l 

[0 0 6 2] 

m/z=2045.6716, 1534.7963, 1228.0888, 1023.3715(£>aEbf — # 
ffiStU [M+3H] +S , [M+4H] +4 , [M+5H] +5 , [M+6H] +6 lC*f/£-T £ ^ il 

^ NmfcT^y >§«|g#:©439#S(Z>rx/1^=¥>^ 
&N5fcS8i:U 495#g(Z>U *?><&C*Sg£?-S, ffl#!#-S§ 3 © T ^ y &S£f & 
^"TSgBK, *fctt440#B©-rvn>f 2/>&N5fcSgi:b, 496#@©T^/N°^ 

[0 0 6 3] 

D I GCDQHTSCPVGQTCCPSLKGSWACCQLPHAVCCEDRQHCCPAGYTCNVK ARTCEK (IB#I#-J§- 3 ) 
IGCDQHTSCPVGQTCCPSLKGSWACCQLPHAVCCEDRQHCCPAGYTCNVKARTCEKD (BB#I## 4 ) 
[0 0 6 4] 

[M+4H] +4 ^^f^^-5in/z = 1563. 5479, 1581.2989, 1552.5515©I!lt°- ^ 
#Jiffl3*lfcCIi:fr&, -e*l^4xlCffl^i-5Seft©^-?-*tt6250, 6321, 6206 

, hxtf^U y/V^-=L U >aMBflc<Z)439#S*fc«:44O#g0>7^ yfiftfc 

[0 0 6 5] 
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DIGCDQHTSCPVGQTCCPSLKGSWACCQLPHAVCCEDRQHCCPAGYTCNVKARTCEKD (SB#J#-5§- 5 ) 
D I GCDQHTSCPVGQTCCPSLKGSWACCQLPHA VCCEDRQHCCPAGYTCNVKARTCEKDA (IB#I## 6 ) 
IGCDQHTSCPVGQTCCPSLKGSWACCQLPHAVCCEDRQHCCPAGYTCNVKARTCEKDA (gg#I#-5§- 7 ) 
[0 0 6 6] 

[0 0 6 7] 

@h ^ ^ 5 & # 6 <d r ^ y m m m z m t & m e it £ * £ s ti t=. = 

[0 0 6 8] 

So 

[0 0 6 9] 

££irr<;#> K©r=r-;* k h&flsm-rs^es&si^si 

[0 0 7 0] 

SEQUENCE LISTING 
<110> fieCDKMfc^^fSfc (Ajinomoto Co., Inc.) 
<120> A >*U >S«#K5it^#3lig^SeK&tf*(Z)flJffl 
<130> P-7478 

2 0 2001-3020716 



#200 0-1709 12 



<140> 

<141> 2000-06-07 
<160> 8 

<170> Patentln Ver. 2.0 

[0 0 7 1] 
<210> 1 
<211> 21 
<212> PRT 

<213> Mus musculus 
<220> 

<221> UNSURE 

<222> (3,8,9,15,16,18) 

<223> Xaa=Cys or Ser or Thr 

<400> 1 

He Gly Xaa Asp Gin His Thr Xaa Xaa Pro Val Gly Gin Thr Xaa Xaa 

15 10 15 

Pro Xaa Leu Lys Gly 
20 

[0 0 7 2] 
<210> 2 
<211> 22 
<212> PRT 

<213> Mus musculus 
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<220> 

<221> UNSURE 

<222> (4,9,10,16,17,19) 

<223> Xaa=Cys or Ser or Thr 

<400> 2 

Asp He Gly Xaa Asp Gin His Thr Xaa Xaa Pro Val Gly Gin Thr Xaa 

15 10 15 

Xaa Pro Xaa Leu Lys Gly 
20 

[0 0 7 3] 
<210> 3 
<211> 57 
<212> PRT 

<213> Mus musculus 
<400> 3 

Asp lie Gly Cys Asp Gin His Thr Ser Cys Pro Val Gly Gin Thr Cys 

15 10 15 

Cys Pro Ser Leu Lys Gly Ser Trp Ala Cys Cys Gin Leu Pro His Ala 

20 25 30 

Val Cys Cys Glu Asp Arg Gin His Cys Cys Pro Ala Gly Tyr Thr Cys 

35 40 45 

Asn Val Lys Ala Arg Thr Cys Glu Lys 
50 55 
[0 0 7 4] 
<210> 4 
<211> 57 
<212> PRT 

2 2 ffilE# 2001-3020716 
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<213> Mus musculus 



<400> 4 

He Gly Cys Asp Gin His Thr Ser Cys Pro Val Gly Gin Thr Cys Cys 

1 5 10 15 

Pro Ser Leu Lys Gly Ser Trp Ala Cys Cys Gin Leu Pro His Ala Val 

20 25 30 

Cys Cys Glu Asp Arg Gin His Cys Cys Pro Ala Gly Tyr Thr Cys Asn 

35 40 45 

Val Lys Ala Arg Thr Cys Glu Lys Asp 
50 55 
[0 0 7 5] 
<210> 5 
<211> 58 
<212> PRT 

<213> Mus musculus 



<400> 5 

Asp He Gly Cys Asp Gin His Thr Ser Cys Pro Val Gly Gin Thr Cys 

15 10 15 

Cys Pro Ser Leu Lys Gly Ser Trp Ala Cys Cys Gin Leu Pro His Ala 

20 25 30 

Val Cys Cys Glu Asp Arg Gin His Cys Cys Pro Ala Gly Tyr Thr Cys 

35 40 45 

Asn Val Lys Ala Arg Thr Cys Glu Lys Asp 
50 55 
[0 0 7 6] 
<210> 6 
<211> 59 



2 3 
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<212> PRT 

<213> Mus musculus 
<400> 6 

Asp lie Gly Cys Asp 
1 5 
Cys Pro Ser Leu Lys 
20 

Val Cys Cys Glu Asp 
35 

Asn Val Lys Ala Arg 

50 

[0 0 7 7] 
<210> 7 
<211> 58 
<212> PRT 

<213> Mus musculus 
<400> 7 

He Gly Cys Asp Gin 
1 5 
Pro Ser Leu Lys Gly 
20 

Cys Cys Glu Asp Arg 
35 

Val Lys Ala Arg Thr 

50 

[0 0 7 8] 
<210> 8 



Gin His Thr Ser Cys Pro Val Gly Gin Thr Cys 

10 15 
Gly Ser Trp Ala Cys Cys Gin Leu Pro His Ala 

25 30 
Arg Gin His Cys Cys Pro Ala Gly Tyr Thr Cys 

40 45 
Thr Cys Glu Lys Asp Ala 
55 



His Thr Ser Cys Pro Val Gly Gin Thr Cys Cys 

10 15 
Ser Trp Ala Cys Cys Gin Leu Pro His Ala Val 

25 30 
Gin His Cys Cys Pro Ala Gly Tyr Thr Cys Asn 

40 45 
Cys Glu Lys Asp Ala 
55 
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<211> 53 

<212> PRT 

<213> Mus musculus 
<220> 

<221> UNSURE 

<222> (2,3,4,5,6,7,9,10,11,12,13,16,17,18,19,20,21,22,23, 
26,27,28,29,30,31,34,36,37,42,43,44,45,47,48,49,50,51,52) 

<223> Xaa=optional amino acid 

<220> 

<221> UNSURE 
<222> (7,52) 

<223> Xaa=may be nonexsistent 
<400> 8 

Cys Xaa Xaa Xaa Xaa Xaa Xaa Cys Xaa Xaa Xaa Xaa Xaa Cys Cys Xaa 

15 10 15 

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Cys Cys Xaa Xaa Xaa Xaa Xaa Xaa Cys 

20 25 30 

Cys Xaa Asp Xaa Xaa His Cys Cys Pro Xaa Xaa Xaa Xaa Cys Xaa Xaa 

35 40 45 

Xaa Xaa Xaa Xaa Cys 
50 

Chi] mmm i tcfc^T205&7'-fe h- h u;i/?§am#<z>HPLc#^A ao« 

m|t:^X250mmS ; Cosmos il 5TMS-300) £ #®#CD IRRj^'fii £^ L fcM 

[02] JCJ3V\T^1 0©Oif^lO, 1 1 LTC7X HPLC#^ 
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A (4.6mm[t:#X250mm^ ; Cosmosil 5TMS-300) ^ffiM^ H&MftO IRRjjg-^tt £ 

[EI3] IlifcMl fC£V^|g2|2!©®;frl<Z)HPLC?!j^A (4.6mml£#X250m 
; Vydac 218TP54) igffiMJH IRRM^ffi £^ b * . 
[H4] iCfcV^, fSM^©i,WtCJ3(^HPLC*7A 

(4.6mma:#X250mm^ ; Vydac 218TP54) &7jt L £|IJ"??&-£ „ 



ffifiE#2 001-3020716 



#2000- 



1 7 0 9 1 2 



[El] 




O 10 * • 20 30 

[02] 




O 10 20 30 



1 ffi!iE#2 0 0 1 - 3 0 2 O7 16 



#200 0— 1709 T2 
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mm: 

mm] jyxvy%mfamm$:mfa urr) izm^-t^v^y^^m^. 

£^-*:&j6 13 5, 6 2 0 6, 6 2 5 0Xtt6 3 2 1 0 

mmm] m 1 
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ffi m a 



[000000066] 



1. m^BB 



1991^ IB 20 
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